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NOVEL ACYLAMINO-SUBSTITUTED ACYLAmLIDE DERIVATIVES OR PHARMACEUTICAL 
COMPOSITION COMPRISING THE SAME 



(54)Title: 



(57) Abstract 

Acylamino-substituted acylanilide 
derivatives represented by general formula (I) 
or salts thereof, and a pharmaceutical 
composition comprising the same. They have 
an antiandrogenic activity and are useful as a 
prophylactic or therapeutic agent for prostatic 
cancer, prostatic hypertrophy, defemination, 
hypertrichosis, bald head, acne, seborrhea and 
the like in which androgen is involved as an 
exacerbating factor. 
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4'— >Ty-3' -W^^o^/bhiJ^yU^-nT-feNT— UK 

^^Ti5fc^L^fb^ife3. 93g£#fc s • 
4 - ^;ut 5/ - 2 - hV 7 >v>3ru *=5- /i^oy =l ny a, 

^miti-W^O. 22g£N, N-v-V^^/WAT5:Kl0mll^^L, ±lS4'-->Ty 
-3'-hy^^-n^^/Uh.y^/^nr-trhT-yKl. 41g£fl|j;U<>ST30#Jf#Lf:: = S 

2- (•^^vv^v-'Tsy) -2-^/i-yp^NV^^/i- 
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J|#^L, ^^>-»ife^^(10:l)*HS«aUO«lttiftiL-C*iaffctS''lfcO. 33g&#/- 

2- (N-'<>v ! ;Ut^>-4-7/WtD'<>X7?n ^-^/l^W-^ifc^/U 
2- (^<>i/'l>$-*ri/Tz.y) - 2- ^/l^Dy^grn^/u 0.85 g £>f ys^Jgjfc 10 ml 

0.68 g &)x\z., 10 NrWinJftiiaELfe, K*5iSE»*«BET* 

^ 0.95 g %'mz 0 

2-Tx.y-N- (4 — is7/—3 — hV7A'?i-v>i'9-fo'7x.=.A')z?as<i^T$F 

###i|4 - 1 "C^-ftL tz2 - ViV-fr* iv-fti— iV7 %J - N - (4 - >T / - 3 - h v 

T, i?^/U^^7-fK790mis, H^^f^^m^^^^— V i >'l-0g^6C)Orng^|l|l2)C^Nx_ 1 

fee !E(iS®T?30^MIflibfc«, *?£T, pHiOKfc3*TiN*Kffc^hyp^J!K»KS: 
An*, B*»=^50ml-C3lHltttliU W«W&ii*aBN'^->5'A-eRi*Lfc s «JET 

<g"J&) 

2-T5/-2-^^^Db 0 ^->-i^277mg^N, N-S^^T*hTtK3ml{::!K»U 
-K) ; C(CT^^/^oyKO. 2()6mI^Pxp]fi(ITllSF(!S1fl£JfL/i :! &l^C4-TS/- 

2- hy:7/i^o^/u^>x^hy/u£fl^ ^a*-c»-<r ji*aiL^?>2«Fpn*i^Lfc. 
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10-1 tmmzuTv&^im'&jizut.... 

###J10-2 

2— N— (4- ->T / — 3 — hi) 7 /u^-n^ ;u^7^=^ /V) -2- /V7"n/ s>T? I- 
#%0lllO-3 

N- (4- WV— 3 — MJ7/l':*-n^/l/y':i:=vU) -2-^/K/cy>T5Kttlfea!L 
##0811-1 
2-T$y-N- (3, 

(1) 2-^>i^/l'^^/V^^T5y-2— ^/^D^^g^aOg^N, N-v>V^/UT-t 
FT5:Kl30ml^jE^^, -20^ LTctg, ^--/l-^nyKlO. 2ml&jKTL/c, T 

(2) #^>nfci|fi^B B B^^Dn^>'i00ml(^ft?L > 5k^T^^^^7-fK25ml, H7 
3SSpHlOir«;S*-eiN*ife^hy^ASriBitfc». WBft^^/H^.t'JffittJLyto j^cJETI- 
#%#iJil-2 

2 — — 2- (3, 4-yV7/7a:- /l^/W^^/U) ai^yU T-t^— h 
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'J 1 2 — 1 

2 - T 5/ - N — (4 - vv" J — 3 — K 'J y ^3j- o p<^- /U 7 ^ /U ) - 3 - / V* *> V pv * > • T ^ K 
2 — ^^i^/M-^fi^/WK^ (4-y7y-3-W7/l-tn^f /L-7x- /b) 

4m\%MX-, I^^f 1 H^MtKfl-'L^ /Uml, *30mlSr«g»C?J|] 

###'Jl2-2 

1 - - N— (4 - v-T/ - 3 — W^Upfn^/l^ai— /U) n^^/^j/l<7jfdri>-5K 
###Jl2 — 3 

3-T5/-N-<4-^7/-3-hy^U;^a^/K7^,u)-2, 2-y7f^7DA> 
2-7$/- (3, 4-*>*«>7>'7x=*) -3-^/U^>T5K 

##^JlOT*^L^2-Ty/V^^/WK=i/UT$y-N- (3, 4-i»T y7x=;l/) 

!)*^^*7A^Dvh/ 7 7^- fcTfiHKL, ^no/t^-^^y- ^(95:5, V/V)^tti 

SB«k , 9^a^^435mg^«!lfe?fi^tLT^fc !: 

##M14 

1 - ■'^i^/M-dp - N - (4 - ->T / - 3 - W7 /L'^-n /U7i=/V ) - 2 
l-^<>v ; /l'^i/^7/Ufc/W-2-^/W->''DiJ>3. 2 B arl, 
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mfflfflWLTZ;. KfcW%mm^'^50m\X~mftUz&, lNli50ml, fi&fufiW^50 
ml, mgittOmlX'^M'hmftL, ^*?ii£^r^->!?^r*«L/c a jgcEETfC^Jj!;^ 

##0!|15-1 

[4- U-^/M-n^^/V/P) T5K]v^P^^->/U#/W?tfV@fe 

4-T5/^n^df «>/U^7^>^(cis tains om&®) 1. 43gSrlM^7kS^ft:i-h 
#%#Jl5-2 

1 - (4 — V/U^n^>y^/U)Tif^v>>--:j-^/U7|t>iSg 



Ref.Ex.:##^J#-^- 
DATA :^3g{t^&Ut£:[fc 
NMR :^^^*^^h/U 
(#(-l^fEL&l/^S9, DMSO-d 6 , 

tms ftmmxmm) 



AcOEtrgfrS^^/l' 
Hex 

EtOH 7U 
(Et) z O : v-'mfvux.— ^r/l^ 
l,2-diCI-Et:l, 2-v ? ^nc7^i^: 



«3 


Ref.Ex 


DATA 


1-1 


nmr: 6 ro.yyfaH.t^.aHzj.i^o-i.eefaH^j^^o-s.eAiiH.rnj.a.estaH.s), 7.28-7.47 

(2H,m) i 7.77-7.92(2H,m) l 8.15(1H t d^=B.8H2) 


1-2 


NMRICDClj.TWiS internal standard) 

6:1.68(6H l s),3.79(3H l s) f 6.77(1H l br),7.00-7.19(2H l m) ( 7.71-7.87(2H t m) 


1-3 


NMRfCDC^TMS internal standard) 

6 :1 .65(6H,s),3.62(3H ( s) ( 4.00(3H 1 s) ( 6.95-7.45(3H,m).B.20-8.49(2H.ml 
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Ret Ex 


DATA 


1-4 


NMR: A :1 .46(6H l s) ( 3.58(3H ) s),7.90-8.03(4H,m),8.72(1 H,s) 


1-5 


NMR: A :1 .48(6H t s),3.60(3H.s),7.73-8.1 0(4H,m),8.85(1 H,s) 


1-6 


NMR(CDCI 3 ,TMS internal standard) 

A:1.39(6H t s) ) 3.58(3H,s) t 5.43{1H,s),7.08-7.16(2H,m) ( 7.85-8.85(2H,m) 


1-7 


NMR(CDCI 3( TMS internal standard) 

6:1.48(6H t s),3.71(3H,s) t 5.63(1H t br) t 8.02-8.12(2H ( m) ( 8.31-8.40(2H ( rn) 


1-8 


NMR(CDCI 3 ,TMS internal standard) 

6 :1.44(6H t s),3.66(3H ( s) t 3.86(3H,s) ) 5.27(1H t br) l 6.90-7.00(2H,m) ,7.56-7,86 (2H,m) 


1*9 


NMR(CDCI 3t TMS internal standard) 

6 :2.55-2.64(2H t m),3.12-3.34(2H,m),3.69{3H ( s),7.18-7.31 (3H,m) ,7.8 1-7.85 (2H,m) 


1-10 


NMR(CDCI 3 ,TMS internal standard) 

6:1.19(3H f d ) J=6.8Hz) f 2.53(2H,d,J=5.5Hz),3.62-3.90(4H l m),5.37-5.45(1H ( m) ( 7.11- 
7.21 (2H,m).7.79-7.95(2H,m) 


1-11 


NMR: 6 :1.15-1.32(4H,m) I 3.31(3H,S),7.32-7.52(2H,m) ( 7.73-7.B9(2H t m) t 8.78(1 H.s) 


1-12 


NMR: 6 :1 .07-1 .28(2H ( m),1 .35-1 .55(2H l m),3.60(3H l s),7.20-7.40(2H,m) ( 7.85-8.01 
(2H,m),9.08(1H.br) 


1-13 


NMR: 6 :1.40-1.57(4H,m),1 .80-2.02(4H,m),3.45(3H,s),7. 31-7.51 (2H,m), 7.40-7. 90 
(2H,m),8.25(1H,s) 


1-14 


NMR: 6 :1.55-2.25(8H I m) ( 3.58(3H,s) t 7.19-7.39(2H,m) ( 7.B5-8.01(2H l m), 8.66(1 H s) 


1-15 


NMR: 6 :1 .1 5-1 .40(6H,m),1 .65-1 .88(4H,m),3.39(3H,s),7. 30-7.51 (2H,m),7.74-7.90 
<2H,m),8.08(1H,s) 


1-16 


NMR: 6 :1.38-2.30(10H,m),3.58(3H.s).7.18-7.39f2H.mK7.a3-7.9ar2H m\ n shmw el 


1-17 


NMR: 6 :1.97-2.10(4H,m).3.58-3.76(7H ( m) ( 7.27-7.35(2H t m) l 7.90-7.98(2H m) 
8.64(1 H.br) 


1-18 


NMR(CDCI 3f TMS internal standard) 
a:1.29(3H,t t J=7.5Hz) t 1.30(6H,s),1.54(6H,^^^^^ 
7.71 (1 H,br),7.81 (2H f dd, J=5.4,8.6Hz ) 


2-1 


NMR: 6 :0.77(3H ( t,J=7.3Hz),1.40-1.66(2H t m) t 3.42-3.66(1H,m) ( 7.29-7.49 (2H,m) 
7.77-7.92(2H,m),B.15(1H.d.J=8.8Hz) 


2-2 


NMR(CDCI 3 ,TMS internal standard) 

6 :1.39(3H t d ( J=7.3Hz) l 2.84(3H t s) ( 4.65-4.89(1H I m) > 7.07-7.27(2H m) 7 76-7 92 
(2H.m) 


2-3 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .68(6H.s).7.00-7.33{3H,m),7.73-7.89{2H,m) 


2-4 


NMR(CDCl3,TMS internal standard) 

6:1.69(6H t s),4.01(3H,s) I 6.95-7.52(3H t m),8.20-8.51(2H,m) 


2-5 


NMR: b :1.46(6H f s),7.92-8.05(4H ) m) t 8.70(1H t s) ( 12.25(1H.br) 


2-6 


NMR: 6 :1.48(6H l s),7.79-8.11(4H t m),8.87(1 H.s), 12.23dH.br) 


2-7 


6 :1. 68(6H,s) .5.05(1 H,s).7.05-7.14(2H ( m) ) 7.66-7.77(2H,m) 


2-fi 


NMRtCDC^TMS internal standard) 

6:1.53(6H.s) ( 5.44(1H I s).B.03-8.12(2H,m),8.31-8.41(2H,m) 


2-9 


NMR(CDCI 3 ,TMS internal standard) 

6 :1.43(6H ( s).3.74(3H,s),5.30(1H ( br) ( 6.89-7.01 (2H,m).7.57-7.80(2H m) 


2-10 


NMRfCDCij.TMS internal standard) 

6 :1.76(6H.s),4.74(2H.br) l 6.95(2H l dd.J=1.8Hz t 7.7Hz).7.08(2H,t.J=8.7Hz),7 24-7 35 
(3H,m),7.78-7.84(2H,m) 


2-1 1 


NMR(CDCI a ,TMS internal standard) 

6:2.58-2.69(2H ( m),3.12-3.33(2H ) m),7.20-7.29(3H l m) ) 7.81-7.87(2H I m) 


2-12 


NMR(CDCI 3 JMS internal standard) 

6 :1.19(3H l d,J=6.8Hz).2.53(2H.d l J=5.5Hz),3.59-3.88(1H.m),5.37-5.46(1H m) 7 09- 
7.27(2H.m),7.83-7.99(2H.m) 
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nci. ca 


DATA 


2-13 


NMR: ;1 .10-1 .42(4H,m),7.32-7.52(2H f m),7.73-7.89(2H,m) ( 8.61 (1 H,s), 12.28(1H,br) 


2-14 


NMR: h :1. 01-1 .20{2H,m) ) 1 . 27-1. 49(2H,m) l 7.15-7.45(2H,m) l 7.85-8.08(2H t m) t 
8.98(1 H,br), 12.37(1H,br) 


2-15 


NMR: 6 :1.20-2.05(8H ( m),7.29-7.50(2H.m) 7 75-7 90f2H m) 8 05(1 H s> 12 42MH br) 


2-16 


NMR: 6 :1.55-2.25(8H ( m) ) 7.18-7.40(2H ( rn),7.84-8.01(2H,m),8.51(1H t s) ) 12.12(1H.br) 


9-17 


NMR* *0 Q5-1 Q'WIOH m\ 7 97-7 ^0/91-1 m\ 7 R.1 -7 Q9fQ,M 1 o qqm lj hr\ 


2-18 


NMR: 6 :1.25-2.35(10H l m) ( 7.15-7.42(2H l rn) ( 7.80-8.00(2H ( m),8.24(1H t s) 


2-19 


NMR: 6 :1.90-2.12(4H t m) l 3.57-3.77(4H ( m)J.27-7.35(2H,m) l 7.i90-7.98(2H,m), 8.52 
(1 H,br),1 2.37(1 H.br) 


2-20 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .33(6H,s),1 .5B(6H,s),7.07(2H,t,J=8.6Hz),7.40{1 H t br) ,7.81 (2H t dd t J=5.1 ,8.6Hz) 


3 


NMR(CDCI 3 ,TMS Internal standard) 

6:1.38(3H l d,J=7.3Hz),2.84(3H,s),3.56(3H,s),4.65-4.89(1H,m),7.08-7.29 (2H f m), 


4-1 


NMR(CDCI 3 ,TMS internal standard) 

o .1 A7[3n,Q,J=7.uriZ) t 4.32-4. 48(1 n,rn),5.1 7(2H,S), 5.25(1 H,d f J=7.0Hz) t 7.35 (5H ( s), 
7.75-7.77(2H,m),7.92(1 H.br),9.06(1 H.br) 




NWlrl. 0 .1 .41 (on.S/.o.QT (Zn,S) ,7.Zo-7.35(on,m) ,7.69(1 H,S), 8.07(1 H f d, 
J=8.8Hz).8.20(1H,d,J=8.8Hz) ( 8.33(1H t s) l 10.34(1H,s) 


4-3 


NMR: 6 ;3.27(3H t s},3.34-3.64(2H,m),4.35-4.46(1 H,m),5.00-5.10(2H,m),7.30- 
7.39(5H,m),7.76-7.82(1 H,m),8.01 -8.14(2H,m),8.28-8.32(1 H,m). 10.91 (1 H.br) 


A A 

4-4 


NMR: 6 :1.19(6H,s) t 3.27-3.32(2H,m) ( 4.98(2H,s) t 7.25-7.38(6H ( m) ? 8.03-8.17(2H,m), 

q on. o oc/4 lj h*\ 

o.30-o.35(1 n t n>) 


4-5 


NMR: 6 :0.85-0.95(6H,m),1. 99-2.09(1 H,m),3.99(1H,t,J=7.8Hz),4.47-4.51 (2H,m),5.16- 
5.22(1 H.mjjS. 27-5.35(1 n,m), 5. 86-5. 97(1 H,m) t 7.64(1 H,d, 

J=7.8Hz),7.99(1H,dd t J=1.4.6.3Hz),8.07(1H.d t J=6.3Hz) l 8.31(1H,d,J=1.4Hz), 10.86(1 H 


4-6 


NMR: 6 :1.60-2.90(6H t m),5.02(2H,s),7.10-7.50(5H t m),7.95-8.40 (4H t m), 10.24(1 H.br) 


5 


NMR(CDCI 3( TMS internal standard) 

o .1 .or (on.S/.o.i U(^n,SJ,o.oU(l n ( Dr) 1 7.34(on I S), 1 0.42(1 H t br) 


6 


NMR(CDCl 3( TMS internal standard) 

6 :7.28(1 H,d,J=7.8Hz),7.87(1 H,dd,J=1 .5 ( 7.8Hz),8.46(1 H r d t J=1 .5Hz) 


"7 

7 


NMR(CDCI 3l TMS internal standard) 

6:2.93(3H t aJ=5.2Hz),4.88(1H f br),6.68(1H,dd.J=2.4 f 8.6Hz),6.84(1H,d,J=2.4Hz).7.41 
(1H f d,J=8.6Hz) 


o 
O 


NMH(CDwl3 t TMo interna] standard) 

o ,i .^o(dn i l,d=/ r .JMZJ,i .oU(Dn,s),4. io(2H l q,J=7.3Hz) l 4.72(2H,s) l 6.04(1 H t s),7.25- 
7 36f5H 


9 


NMRfCDC^TMS interned standard) 

6 :1 .29(3H f t,J=7.0Hz),1 .72(6H r s),4.24(2H t q,J=7.0Hz),4.66(2H.br) ( 6.95(2H,d,J=7.7Hz 
) l 7.07(2H ( t,J=8.7Hz) i 7.26-7.34(3H r m) I 7.73-7.77(2H,m) 


10-1 


mp: 79-80^ 


10-2 


mp: 116-117°C(AcOEt-Hex) 


10-3 


mo* 234-238 c C fEtOH-(Et)^O) 


11-1 


NMR' 6 '1 32f6H s) 5 34f2H br) 8 OR/1 H d A\Ai\ R 01MW hh t-o 1 q >iu^\ q /i/i 
(1H,d,J=2.1Hz) 


11-2 


NMR: 6 :1.99(3H,s),3.67(1H.t,J=5.5Hz) ( 4.18 (2H,d,J=5.5Hz) 5.05(2H,br), 7.95-8.20 
(2H,m) f 8.30-8.45(1 H,m) 


12-1 


NMR: 6 :3.26(3H,s) t 3.32-3.62(3H,m),4.97(2H,br),8.07-8.15(2H f m).8.38-8.41 (1H,m) 


12-2 


NMR: 6 :1 .55-2.70(6H ( rn) t 5.31 (3H,br),8.00-8.55(3H,m) 


12-3 


NMR; :1.14(6H,s),2.75(2H,s) ( 3.31 (1H.br), 5.34(2H,br) t 7.96-8.10(2H,m),8.27-8 30 I 
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ncl ,La 


DATA 




dH.rn) 


1 o 


In IVI l fviO llllcf rial olcHIUdruj . O .U.OO\On,U t J— O.OfiZ./ t 1 -U/ [On^, 

J=7.0Hz) .2.41 -2.53(1 H,m).3.43(1H,d.J=3.3Hz),7.73(1H l d,J=8.8Hz),7.94 
M H dd J-2 2 8 8Hz) 8 21 (1 H d J=2 ZHz) 10 1 8M H bri 


14 


NMR: i> :1.51(1.5H,s),1.53(1.5H t s),1.86-2.04(3H ( m).2.13-2.23(1H,m) l 3.51-3.62 
(1H,m),3.67-3.80(1H,m),4.88(0.5H,d.J=12.6Hz) ( 5.07(1H,s).5.13 (0.5H,d, J=12.6Hz), 
7.02-7.18(2.5H,m) l 7.27-7.40(2.5H,m),8.03-8.30(3H,m) t 10.01 (1H,s) 


15-1 


NMR: 6 :1.30-2.50(9H ( m), 3.10-3.50(1 H, m), 7.21-7.36(2H ( m), 7.87-8.40(2H, m), 
8.14-8.28(1 H, m), 12.24(1 H, br) 


15-2 


NMR(CDC! 3 ,TMS internal standard): 6 : 3.46-6.60(1H, m), 4.30-4.60(4H, m), 7.06- 
7.18(2H, m), 7.61-7.70(2H, m) 



N — (4 — v-Ty — 3 — >V-jrx2*=5-;V~7-j-—>V) — 2 — [ (*=J-)V7./V;fr=-j\s)T^A ~7 13 

# # #J 1 0 - 1 T-^ L 7t2 - T ^7 - N - (4 - / - 3 - hi) 7;Vitu >v -y. >v ) 
^rn/s>T?K250mg<Sr^Dn7^yU^5ml{^/!i?L, TfciftT, HJ^/UT^UOmg, 

nn^/UA50mI-ei&^. INJfiifeSOmI, g&fn^M*.50mlTi7fcr^L, «S*fi£»-^^*> 

mmmn 

N - (4 - v-T/ - 3 - hy^/U^P^A^^/W - 2 - { [ (4 - 7 Ao*-ei:7:*=/l0 

2- (4 - 7^^-n^^^^/P7j-x=:^T§.y ) 7"^>^500mg$:-rh7t Kn^^> 5ml dig 
fi¥U ?k^T, ^•^^/^DyK470mg^jSTL/c^, ftbftgftON, N-^a-^at 
5K«rAP5t, ISJJaA-CH»HB«#Lfc„ *ffiTt^S«ESre*Lfc«. ^hWp^^Oml 
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81mgl'#fc a 

N— (4— ->Ty — 3 — -2- < t (4-7/U^-n7ai=/l')X/U^ 

N - (4 — *>7V — 3 — hy^/l^n^/l^a^/lO — 2— { [ (4 -7/Vtn7sx/l-)7/M- 
— ^]T5y}^a^i:>T$K6(K)mg?rlvUxii>i0mW^fi¥L, Lawesson^C^290m K ^JU 

t^v#is^t, 's&fflmmmffiL/zm, &fcimmi®.*X'ftWL, wee k<^ 

N — f 1 — [ (4--X7V-3 - hV7 Vl'^Dyf ,vy -j.~)V)j] /W<^ VP] - 1 - ^>V^ 

2- (4-7/U^-o--£>'y>r/UT5:/) -2-^f-^7D/^i500mglri>^Dt3^^y3() m i 
l^ft?L, Tk^T, hVy^~fr7i-,7^l/933mg, N-:/n^^W5;K633mg3rMi#; 

i 

1 56mg&#/c 0 
%1&MZ5}inmz\,X%m*^-33%&m~t^ 

mmMitmm\zLxnnm34-64£&j8.LT^ 

N - { 1 — [ (4 - ->7/ — 3 — hy^/M-D^/U^- ,u) ^/U/^^/b] -i— ,nf 
/W - 2 - isT /-<>XT5:K 
(l ) 7^^T5:K^5. 0g(D^nn^^>^8()m]{r, TkJftT, W^f L /l'T$>'8. 27ml 
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T, iSj&&@*L, -<>if"> - ^*-*fyi&&mi&&))UXMtti L fcl&A&ittBil L It, MM*: 
(2)##fiJlO-2T^p3tL/c2-T^y-N- (4— >7V-3- Ml7^a/^-/U v^-zU) 

fiWfea^/HiJUJttmtfc.., ^"«UBS:»l*«tSft^'^^^«i«t9«;l»L, WET, 

N - (4 - v-TV - 3 - ^rt^tf-o^/U y^=./U) -2- [2- (4 -7/l-tn7ix/W T 
(D4-7/V^-D73i=./wg^^i02mgW^^nn^^>-^^5mJI^, *^T, ^-^'l'? 

(2) #%^!|10-2-C^^Lfc2-T5:y-N- (4-*>7V-3 -hy^/M-n^rto'as. 
^)-2-^^/^D/^T5Kl t 50mg^v : ^DPy^>^^5ml(Zt y^>-2ml£;>jri;t7cf«, 

HJSfiaj67 

n- { i - [ (4-->Ty-3- hy7/waj-o^^7a=. /i')*;w<^/u] - 1 -^/n^ 

HJfctfij44 T'^/*L 7t2 — (1 1 — [ (4 — v'TV — 3 — HJ ? tl>*u ^ ivy -j. zl /V ) ?j >Vs<^ 
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KO. 114mlXlJ««ttE*©N, N-SW^JM'ATSKSrAn*.. tK^T, 30a-fltfl*Lfcge, 
(2)##^J10-2T^^cL/c2-T5:y-N-(4-^Ty-3-M)7/U^-n^/^i- 
^#/W4f^/U?nyKi£^i&c7>;^nn^^ 364ml er/JD^., 

mfrlk, «S*fi«»^^^A-c#«»4r«:»L. MET, *£&£@*L7hf&, «J6*->y 

^JlU0ij68<tPJ^(-LT|IJ£^j69-78$r^figLfC: ; 
^Jl!ifiFiJ79 

N-(l-[(4-^Ty-3-hlJ^yU^o^/b7i^/W*/W<^/U]-l-^^/Pzr.^ 
7y-^0. 18g, 1- (3-i>y^^T^y7ntVb)-3-a:^;u^^^$Kl^i^ltO. 2 

^*6i^j79i:[Wl#i('LT^Jfe^ij80-875r-&^Lfc, 
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(2) #bixfeateS*:^cin^^>iOOin»^«»L, TklftT. i^-zI^/K^KlOrnl, 
= TVUigffcSmlMlJiWJP*:, M.-C4U#BB«*|iLrt: s /xJfcfed 

UKO. 56ml, H^^TSM). 66mlS:l(iJWJPx., SfflT2I^Fli3«^L^ RtSifclifi&ft 
MTkSrfln*., ^^^^T-ttabSL^, 0. lNli, ^Mft^WATkjgf&T'&frL 

N — { 1 — [ (4 — *sTJ - 3 — hy^/U^-n^yW^i^/U) VP] - 2 - 1 F'o^ 

fvW -2— ^yu^-n^^XT^K 

2 - [ (4 - — 3 — M^/UJi-n^f - ;l/7*n;l/) # sUs<^/U~\ -2- (2-7 /U^o^ 
>'X75K)^A' 7-trv"— K>. sogSr^y— /U5mJ{^<WL. tK^T, ffifn&ifcWA 
7k^jK2mi^nx, m&-e 1 B#^, JEKMT? 1 BSWHtttLfcc KJSttiwiNjfiifcfcjliqA. 

N - { 1 - [ (4 - S"7V - 3 - MJ^M-n^ Wx-^) < /U] - 1 - jt^/Us.^- 
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2 —T\/ — N — (4-v , 7/-:»-hV7/Uto^f-/l'7ix;U) -2-7<^^"7 o.'n>-T *K4 
W /l^rsJJ K3 1 Om « £Mft 1kM\ X. , TktfT F T-4 0 # ftl JtW L tz'ik , ?K X. tz.,_ SC-aS jJalT 5 

L, fiMK^-hy^^-^ftflfcLfco «ffTK«HK&fi&*Lfclfc, «je«r*>y*y^*9^^ci-vh 

( B^3MHflS*fc326mg«r»fc,= 

HHi«»j9()tlfiI«^LT*lfe«91, 92**fifeLfc = 
SHffiffil.93 

4 -7^-2- ^nn-N-(l-[ (4— >7V — 3 - MJ^/^a^/u^a,- /u) #/W< 

4 - T/a^e - 2 - ?d t3^,i,#i^52()mg$r-r t Kn 77^ 1 Oml lwigft?L , tR # T^U* 
yyU^nyK230*il, N, N—^^/^/UATSKl^'^Hi^^UxL, Sfja^Tl^FiajflK^L^:, 

Sr^h^tKn^^^H^fflEWU, 7k/£T2-7'S:y-N- (4-v77^-3 -hy^/u^-n^ 

IHHW^Lfcc RJ&ifclwfcfcJH*., 2B*IW30#[HMftttL, «UST(-i»«(ES:SS*L^, M£ 
^i^/U50ml^lNifi^7K^^30mlirir^MELL, *r«JBSrlSSi^K**^-hy^^* 
i8JK30ml. ^^7k30mlx2T^#L. ^-7-hy[>A-e^Lfc, : ^ETi:il^i 

Hife0iJ93i:l§l*|E^LTllJ6«ij94Sr^b3t. 

»^J95 

N-i 1 - t(4-~>T/-3-hy^/l'^D^/U7^/U)*/W^^/u]-i-p<^/U-ii^ 
A>\ -4 — tKndr-> ^<>X'T^K 

N- { 1 — [ (4-i/T/-3-Ny7^^-n^^7*— ^)^7/W<^/U] - l-^/lxrn^ 
;V) -4->«H^^>'XT5K340niBS:^f-^>'^oyKl0ml|ifl¥»L, -78TCC1T1M = 
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%ifr*vmmt*i L \'>t%m . 5m\Z'M*..m&tzx4ommwL tz.ix.fcmz'* fit, 

*?£tf£30mk;4<30mlj(2fn?3:^if^^ 
^/W]-l-^f/l'Xf/l'|-4-7/l'tD'<VX7^K 

nn^^20ml€r^Px., -10 lSTCT'fg^T, aEi&fcUX). 48g£'>Li*oj!j[J;if- : - 

10tT-lH#fBI®#&, ra«fi'C4-r5y-2-W;7^n^/U'<»/=:Hy/U0. 59g2r 

N — {1 — [ (4-->T/ — 3— Ny^l^o^/Uyai^/l^TJ/W^^VU] - 1 -^f/l^xf 
/l,} -4-^/p^}-n-N-tKD^i/^<>XT5K 

N — v^M-^r - N - { 1 - [ (4 - *sT / - 3 - hy 7A^^-u^ /U^^^/U) # /l^ 
'f/l-] - - 4-7/^n-<yX7^K0. 3g:fc«fciy ? €^T^^~ t 7A0. 15g 

Wac^y— /U10ml©IHW#Wl-10%^7$^i»#i*0. 05gS:*P*., M-C30#fHHftfli 

HMi#>J98 
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# % ffl l o - 2X £}£ I tz'2 - T \ / - n - (4 - v r / - : 5 - 1- \) y >vi>r u/ =f- >v -y :^ A, ) 

^— Mi59mg&JUUx., 5P?if R 1M^L/'c, SJ-kig?^, fiSfUftSSf*, ^^T1N«£ 

!(^205mg^#fc : 

N-(4-i/7y-3- hy^/l^n^/U^ i^/U) - 2 - — 2 - XT^I-") 

#%^Jl()-2T'^L^2-T5:y-N- (4-'>T/-3-H;7/^oy^/U73i-/W) 
-2-^/^o^s>r5K400mg^t = y^>5mllr^<i|?L, (^^-<>yVr/^^-)g^|^34 
4mg, I>y^^^T5>226mg^P^, SfiTl lOUt^fiS^UTt, ^j£^£2Nfi£^7!K;f&ft£ 

^g^^/u-^-^v(i :l)^ai^«t<?^B^#fc, Ccom^Bl^M^^-^t^-y- 
^te^J2 5,!: |5J^ CLL X&MM 1 00 - 1 04&-S-J& L 7c, 

nifcfly 1 1 mm iz. l xni&M 1 05 - 1 07^^ l •/-- , 
mmim5tmm^Lxmmm 1 os^j&l/c. 

H inSfliJ 1 1 153*11 ( :L THJfe 0»] 109-111 t tz :: 

mfaM25tmmizLxmi&i!>ni2-i22i:&j&ut. 
mmmkmmz.LxmMmr23-i2i)&&f$.Ltzz 

#%f^J15- lT^figLfc[4- (4-^/U^o^<^yV/WT5K]->^p^v'/u*/^vg$ 

nfcMi3okmmz.Lxmi&m-i , 3-i&£-f$.Ltz i: 
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R< R 5 R 6 R 7 



! A. 



ms zK-xtomm 

MeOH /U 
i-PrOH :^y7 D/V-/U 



Ex. : HJili 
Me 
Et 

Ac :T-tr^/l- 



Benzyl 



" CH r 



314 



Me ,_. 
~1 h I <° 



<°>2 



Ex. 


R 1 


R 2 


R 9 


DATA 


1 


CF 3 


CN 


CH 3 


mp; 164-165 C 

NMR: 6 :1.37(3H l d i J=6.8Hz),2.94{3H,s) ( 4.01-4.17 
(1 H,m),7.68{1 H r d,J=B.0H2) ) 8.06(1 H,dd,J= 1 .8,8.8Hz),8 
A2(1H4J=B.8Hz),8.29(lH % d,^.8Hz)S0.80(W,s) 


2 


CF 3 


CN 




mp: 189-1 90t;(AcOEt-Hex) 

NMR: 6 :1 .21 {3H,d,J=6.8Hz),3.94-3.98(1 H,m), 7.46- 
7.54(3H,m) ) 7.74-7.84(3H l m) t 8.03-8.08 (2H t m), 8.32- 
8.33 (1H f m),10.71(1H,s) 


3 


CF 3 


CN 




mp: 178-179°C(AcOEt-Hex) 

NMR: 6 :1.24(3H,d t J=7.0Hz).3.94-4.00(1H t m),7.2B- 
7.31 {2H,m),7.80-7.84(3H,m) t 8.04-8.08(2H,m), 8.37 
(1 H,d,J=8.0Hz),1 0.71 (1 H ( s) 


4 


CF 3 


CN 




mp: 179-1 80 C(AcOEt-Hex) 

NMR: 6 :1.24(3H,d,J=6.8Hz),3.94-3.99(1H,m),7.42- 

7.53(2H ( m),7.73-7.80(3H,m),7.94-8.12(2H ( m),8.46 

(1H,d,J=8.4Hz).10.70(1H.s) 


5 


CF 3 


CN 




mp: 170-1 71 T3(AcOEt-Hex) 

NMR: 6 :1.24(3H l d ( J=6.8Hz),3.93-4.04(1H,m) l 7.63- 
7.69(4H ) m) t 7.78(1H l dd t J=1.6,8.4Hz),8.04-8.09(2H,m) l 
8.07(1 H t d I J=8.4Hz),8.46(1H ( d,J=8.8Hz) l 10.69(1 H,s) 


6 


CF 3 


CN 




mp: 1 83- 1 84 C (AcOEt-Hex) 

NMR: 6 :1.25(3H,d I J=7.0Hz),3.98-4.05(1H t rn),7.77 
(1H 1 dd,J=2.0,8.2Hz) 1 7.88-7.97(4H,m),8.00(1H 1 d l 
J=2.0Hz),8.08(1H,d,J=8.8Hz),8.69(1H,d l J=8.2Hz) l 10. 
74(1 H,s) 
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Ex. 


R' 


R 2 


R 9 


DATA 


7 


CF 3 


CN 




rnp: 1 34-1 35C (AcOEt-Hex) 

NMR: 0 :1.27(3H,d,J=6.8Hz) ( 3.99-4.07(1H,m) t 7.72 

(1H.dd,J=1.2,8.8H2) ( 7.79{2H ) d t J=8.0Hz),7.95-B.06 

(4H,m),8.66(1H ( d,J=B.8Hz),10.73(1H.s) 


8 


CF 3 


CN 




mp: in-m'CfAcOEt-Hex) 

NMR: 6 :1 ^(SH^.Jse.BHzhS.gS^.QSO H,m),7.41 
(2H,d,J=8.6Hz) ,7.76(1 H,d,J=8.6Hz), 7.87-7.89(2H ( m), 
8.06{2H,d, J=8.6Hz), 8.52(1 H ,d,J=8.6Hz), 1 0.75(1 H,s) 


9 


CF 3 


CN 




mp; 1 84- 1 85 C(AcOEt-Hex) 

NMR: 6 :1.32(3H,d,J=7.2Hz),4.01-4.14(1H t m),7.O7- 
7. 1 2(1 H,m),7.41 -7.47(1 H,m),7.78-7.82(2H,m) t 8.03 
(1 H.d.J=1 .6Hz).8.08(1 H,d,J=8.6Hz),8.67(1 H f d,J=8.6H 
z).10.77(1H,s) 


10 


CF 3 


CN 




mp: 1 59- 1 60 C (AcOEt-Hex) 

NMR: 6 :1.25(3H,d,J=7.6Hz).3.9B-4.05(1H,m),7.49 
(1 H,t,J=8.4Hz) ( 7.54-7.56(1 H,m) l 7.70-7.78(2H t m), 7.79 
(1H I dd t J=1.8,8.4Hz),8.03(1H l d,J=1.8Hz),8.07(1H,d,J= 
a4Hz),8.54(1H,d f J=8.4Hz) l 10.77(1H l s) 


11 


CF 3 


CN 




mp: 1B9-190T; (AcOEt-Hex) 

NMR: 6 :1.27(3H t d,J=7.2Hz),4.00-4.08(1H,m),7.67- 
7.71 (1 H.m) ( 7.78(1 H,dd.J=1 .6,8.6Hz) ,7.96(1 H,d,J=7.6 
Hz),8.00(1H,d,J=1.6Hz),8.04-8.11(3H,m), 8.64(1 H,d, 
J=B.6Hz), 10.79(1 H,s) 


12 


CF 3 


CN 




mp. 1 43- 1 44*C (AcOEt-Hex) 

NMR: 6 :1.28(3H ( d,J s =6.8Hz) l 4.03-4.10(1H,m),7.70- 
7.74(2H,m) ( 7.84(1H,d I J=8.0Hz) t 7.96(1H,d,J=1.6Hz),8. 
01(1H,s),8.04-8.07(2H,m) ( 8.68(1H,d,J=8.8Hz), 
10.77(1 H,s) 


13 


CF 3 


CN 




mp: 167-1 68 C (AcOEt-Hex) 

NMR: :1 .24(3H,d, J=7.0Hz),4.00-4.04(1 H,m),7.48-7.51 
(1H ( m).7.57-7.60(2H,m).7.76-7.78(2H ( m) t 7.85-7.90 
(3H ( m) f 7.98(1 H,d,J=8.8Hz),8.34(1 H,s),8.41 (1 H,d,J=8. 
0Hz),10.63(1H,s) 


14 


CF 3 


CN 


do 


mp: 1 93-1 94X; (AcOEt-Hex) 

NMR: 6 :1.19(3H ( d,J=6.8Hz),3.95-4.00(1H,m), 7.51 
(1H t t ( J=7.6Hz),7.58-7.62(2H,m) f 7.67-7.71 (1H,m), 7.78 
(1 H,d.J= 1 .6Hz).7.93-8.06(3H,m), 8.1 3(1 H,d.J=7.2Hz), 
8.67(2H,d,J=8.8Hz),10.52(1H,s) 


15 


CF 3 


CN 


do 


mp: 199-200t: (AcOEt-Hex) 

NMR: 6 :1.27(3H,d ( J=7.2Hz),4.37-4.44(1H,m),7.60- 
7.72(4H ( m)7.83(1 H,d,J=1 .6Hz),8.00(1 H.d, J=8.8Hz),8. 
17(1H ( dd I J=1.2 t 8.4Hz),8.31(1H l dd,J=4.6,7.2Hz) l 8.43( 
1H t ddJ=1.6 l 8.8Hz),a02(1H ( dd ( J=:1.6 ( 4.0Hz).10.65(1 
Ks) 


16 


CF 3 


CN 




mp: 1 85-1 BtfC (AcOEt-Hex) 

NMR: 6 :1.34(3H ( d,J=6.8Hz).3.97-4.06(1H.m), 7.00- 
7.04(1 H,m) ( 7.25-7.35(4H,m) ) 7.48-7.50(2H l m), 7.84 
(1H ) dd,J 2 =2.0 ) 8.8Hz) l 7.96(1H t d t J=8.8Hz),8.04(1H l d,J= 
8.0Hz),8.1 0(1 H,d,J=2.0Hz), 10.80(1 H.s) 
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^5 



p3 p4 



Ex. 


R 1 


R 2 


R 3 


X 


R< 


R 8 


DATA 


17 


CF 3 


CN 


H 


0 


CH2CH3 


H 


mp: 170-171 c: 

IMIVIrl. 0 .U. 00(0^,1, J= /.4nZJ,l .52-1 ./t (tn, mj, 
3.77-3.82(1 H t m),7.24-7.28(2H,m), 7.75-7.82 
(3H,m),8.01(1H,d i J=2.0H2).8.07(1H i d t J=8.4H2) ( 
8.36(1 H,d l J=8.8Hz) f 1 0.74(1 H,s) 


18 


CF 3 


CN 


H 


0 


CH 3 


CH 3 


mp: 1 71 -172 C(AcOEt-Hex) 

iNiviri. luuoij, i ivto internal sianaaraj 

6 :1 .09(3H,d,J=7.3Hz),2.86(3H,s),4.58-4.62 

(1 H l m) l 7.26-7.30(2H,m),7.80(1 H,d t J«8.6Hz), 

7.86-7.90(3H,m) f 8.08(1 H,d,J=1 .8Hz). 8.79 (1H,s) 


1Q 








n 




H 

n 


mn* 157-15H'T* fAr*TlFl-Hovi 
tup. 1 3 / - i jo y~' f/uuci*ricAj 

NMR: 6 :1.08(3H t d l J«6.8Hz),3.25(3H,br) l 4.09 
(1 H,br),7.38(2H.W=8.0Hz),7.73-7.81 (4H.m), 
8.22-8.34(2H,m) 


20 


CF 3 


CN 


H 


0 


benzyl 


H 


mp: 248-249 C(AcOEt-Hex) 

NMR' /) '? 77-P QQ/9H ml d HR^ 1 ml 7 14 
(2H,t,J=8.8Hz) ( 7.19-7.26 (5H,m) ,7.61 -7.64 
(2H.m),7.72(1H,d f J=8.8Hz), 7.96(1 H.s), 8.07 
(IH.d^S.BHzJ.B.eidH.d.J^B.eHzJ.IO.TTdH.s) 


21 


CF 3 


CN 


H 


O 


H 


H 


mp: 179-180tZ(AcOEt-Hex) 

NMR: 6 :3.77(2H.d,J=6.1Hz),7.38-7.42 (2H P m), 

7.86-7.90(3H.m) ,8.08-8. 12(2H,m), 8.25-8.27 

(1H t m),10.71(1H,s) 


22 


CF 3 


CN 


H 


s 


CH 3 


H 


mp: 86-87 C; 

NMR: 6 :1 .32(3H,d,J=6.8Hz).4.39-4.46 (1 H, m), 
7.28-7.34(2H,m),7.78-7.84(2H f m) 1 8.18-8.24 
(2H,m) l 8.31 (1 H,d t J=B.4Hz),8.42 (1 H,s), 
12.01 (IH.s) 



H6 




Ex. 


R 1 


R 2 


A 


R 9 


DATA 


23 


CF 3 


CN 


Me Me 




mp: 166-167C(AcOEt-Hex) 
NMR: 6:1.41(6H,s),7.06-7.10(1H,m) ( 7.57- 
7.61(1H,m) I 7.84-7.87(1H,m),8.07-8.14 <2H, 
m),8.23-8.30(2H t m) t 1 0.29(1 H,s) 


24 


CF 3 


CN 


^OMe 




mp: 90-95'C(AcOEt-(i-Pr) 2 O-Hex) 

NMR: 6 :3.19(3H,s),3.42-3.52(2H,m) l 4.09- 

4.17(1 H,m),7.23-7.28(2H p m) ,7.76-7.84 (3H, 

m) f 8.01-8.03(1H,m) l 8.07(1H,d,J=8.4Hz), 

8.51 (1 H,d.J=9.2Hz),1 0.81 (1 H.s) 
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Ex. 


R 1 


R 2 


A 


R 9 


DATA 


31. 


CF 3 


CN 


Me Me 

X. 




mp: 1 1 7- 1 1 8 V C (AcOEt-Hex) 
NMR(CDCI 3l TMS internal standard ) 

6 :i.47(6H,s),5.84(iH,s)7.22(2H,t,J=8.8Hz), 

7.79(1 H.d.Jri&SHzJ^O^.gSOH.m), 8.07 
(1H.S), 9.20(1 H,br) 


32 


CF 3 


CN 


Me Me 

X. 




mp; 109-1 10 c C(AcOEt-Hex) 
NMR: 6 M.SOJBH.s^.Bg^^^H.rrO.B.OO- 
8.15(4H,m),8.28(1 H,d,J=2.0Hz),8.90(1 H,s),1 
0.33(1 H,s) 


33 


CF 3 


CN 


Me Me 

X. 




mp: 124-125 c C(AcOEt-Hex) 
NMR: 6 :1.45(6H,s),3.76(3H l 6) l 6.B2(2H l d, 
J=8.8Hz) I 7.73-7.75(3H t m),7.89-7.92 (1 H.m), 
8.00(1 H t d.J=2.0Hz).9.67 (1H.S), 1 0.83(1 H.s) 



$k7 




Ex. 


FT 


A 


R 9 


DATA 


25 


CF 3 


Me Me 

X. 


-Or 


mp: 207-208*0 

NMRICDCia.TMS internal standard ) 
0 .1 /(on,8; ,0.^9(1 n.SJ,/. ib-7. 1 B(2M,m) t 7.76 {1 H, 
d.J=8.3Hz).7.75-7.83(2H,m),7.87-7.90(1 H f m), 8.07 
(1H,d l J=2.0Hz).1 0.67(1 H,s) 


26 


CF 3 


Me Me 

X. 


0CH, 


mp: 124-125t3(AcOEt-Hex) 

NMR: 6 :1 .57(6H,s),3.97(3H.s)7.05(1 H.t, J=7.2Hz), 
7.20(1 H,d, J=8.4Hz) ,7.49-7.54(1 Him) , 7.79(1 H.dd, 
J=2.0 l 8.4Hz) t 8.07(1H,d f J=r8.4Hz),8.15(1H,dd t J=2.0 ( 8 
.4Hz) ) 8.31(1H,d t J=2.0Hz),8.55(1H l s) l 10.20(1H t s) 


27 


CF 3 


Me Me 

X. 




mp: 256-258 f C(MeOH-EtOH) 

NMR: 6 :1.54(6H,s) t 7.9B(2H t m) f 8.03-8.15 (4H, m), 
8.29(1 H,d,J=2.0Hz),8.85(1 H,s),1 0.22(1 H,s) 


28 


CF 3 


Me Me 




mp: 222-225X: (AcOEt-H ex) 

NMR: 6 :1.55(6H,s) t 7.87(2H f d t J=8.BHz),8.06 (1H,d, 
J=8.8Hz) l 8.13-B.15(3H,m) f 8.30(1H t d,J=2.0Hz), 8.83 
(1H t s),10.23(1H,s) 


29 


CN 


Me Me 




mp: 198-189 < C(EtOH) 

NMR: 6 :1 .52(6 H,S) ,7.31 (2H,t t J=8.8Hz)79B-B.04 

(SH.mJ.B.IOflH.dd^.O.a.BHzJ^.SOtlH.d.J^.OHz), 

B.SSdH.sUO.ISMH.s) 


30 


CI 


Me Me 

X. 




mp: 227-230*0 (AcOEt-H ex) 

NMR: 6 :1.51 (6H,s)7.31 (2H,t l J«8.9Hz)7.75(1H, dd, 
J=2.6,8.7Hz)7.B5(1H t d,J=8.7Hz),8.00(2H t dd t J=5.4,8 
.9Hz) f 8.0S(1H,dJ=2.6Hz),8.55(1H,br),10.00(1H ( br) 


34 


CF 3 


Me Me 

X. 




mp: 168-1 69 C(AcOEt-Hex) 

NMR; 6 :1.54(6H,s)7-27-7.32(2H,m)7.52-7.58 

(1H,m)7.72-7.76(1H t m),8.08 (1H,d, J=8.4Hz), 8.16 

(1H l dd f J=1.6 l 8.4Hz) f 8.33(1H l d I J a5 1.6Hz) l 8.52(1H l d l J 
=1 . 6Hz) J 0.22(1 H,s) 
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Ex. 


R 1 


A 


R 9 


DATA 


35 


CF 3 


Mc Me 

X 




rnp: 204-206 C(AcOEt-Hex) 

NMR: 6 :1.53(6H,s) ( 7.38-7.43(1H ( m),7.50-7.56 (1H, 
m) 1 7.75-7.78(2H ( m),8.04-8.15 (2H,m) t 8.30(1 H,s), 
8.69(1 H,s) l 10.22(1H f s) 


36 


CF 3 


Me Me 

X. 




mp: 184-185t;(CHCI 3 ) 

NMR: 6 ^^(eH.s^.SW^OH.mJ.B.OSOH.d.J^ 
8.8Hz), 8.13-8. 16(1H,m),8.24-8.27 (1 H,m), 8.30(1 H, 
d,J=1 ,6Hz),8.72(1 H t dd,J=1 .6,5.2Hz), 8.80(1 H,s), 
9.11 (1H ( d,J=1. 6Hz), 1 0.22(1 H,s) 


37 


CF 3 


Me Me 

X 


-0 


mp: 1 29-130 C((i-Pr) 2 0) 

NMR: (SM.eifeH.sjy^^^lH.mJ.S.OO-B.OI (2H, 
m), 8.06(1 H,d,J=9.2Hz) ( 8.14-8.16 (1H,m), 8.31 
(1H,d, 

J=1.6Hz) ( 8.72(1H,d ( J=8.8Hz),8.83(1H ( s),10.34(1H l s) 


38 


CF 3 


Me Me 

X. 




rnp: 173-174'C(AcOEt-C6H fi ) 

NMR: 6 :1.58(6H,s),7.59-7.65(2H.m) t 7.98-8.06 (5H, 
m),8.1 4-8.1 7(1 H,m) l 8.32(1H,d l J=1 .6Hz), 8.56 (1H,s), 
B.74(1H,s),1 0.26(1 H f s) 


39 


CF 3 






rnp: 220-221 C(AcOEt-Hex) 
NMR(CDCl3,TMS internal standard ) 
6 :1.26(3H,s), 1.79-1.85(1 1H,m),4.6B-4.72(1H,m) ( 
5.98-6.00(1 H,m),7.81-7.83(2H,m), 7.98-8.00 (1H ( m), 
9.88-9.89(1 H,m) 


40 


CF 3 


Me 




mp: 206-207 c C(AcOEt-Hex) 
NMR (CDCI 3 ,TMS internal standard): 6 :1. 61 (3H f d, 
J=8.6Hz) ) 4.93-4.97(1H,m),6.82-6.84(1H ) m) l 7.16- 
7.19(2H,m),7.76(1H,d l J=8.5Hz) ) 7.84-7.87 (2H,m) t 
7.97(1 H,d, J=8.5Hz),8.02 (1H.s),9.88(1 H.s) 


41 


CF 3 


Me Me 


F 


mp: 166-1 67 C(AcOEt-Hex) 

NMR: 6 :1.53(6H,s),7.18-7.23(1H,m),7.34-7.40 (1H, 
rn), 7.79-7.85(1 H,m),8.08(1H.d, J=8.8Hz), 8.16 (1H, 
dd l J=1.6,8.8Hz),8.32(1H,d p J=1.6Hz) t 8.55(1H I d ( J=1.6 
Hz),10.22(1H,s) 


42 


CF 3 


Me Me 

X 


F T X r F 


mp: 182-183 > C(AcOEt-Hex) 

NMR: 6 :1.52(6H ( s) t 7.14-7.20(2H ( m),7.48-7.56 (1H, 
rn), 8. 1 0(1 H,d ( J=8.8Hz),8.1 7(1 H.dd, J=1 .6, 8.8Hz) , 
8.33(1 H,d,J=1.6Hz),9.10 (1H.S), 10.20(1 H,S) 


43 


CF 3 


Me Me 

X 


Ci 

— CI 


mp: 214-215C(AcOEt-Hex) 
NMR: 6 ;1 .51 (6H,s),7.55(1 H,dd,J=1 .6Hz, 8.0Hz), 
7.66-7.69(2H,m),B.08(1H t d,J=8.4Hz), B.18-8.21 (1H, 
m), 8.35-8.36(1 H,m),8.87(1H,s), 10.28(1 H,s) 


44 


CF 3 


Me Me 

X 




mp: 171-172'C(AcOEt-Hex) 

NMR: A :1.49(6H,s),2.01(3H,S),7.16-7.18(1H.m), 
7.34-7.38(1 H,m),7.51 -7.55(1 H,m);7.85(1 H,dd,J= 
I.e^^HzJ.B.ISdH.d^S.BHzJ.B.IBflH.dd.J^I.e.aS 
Hz).8.33(1 H.d,J=1 .6Hz),8.61 (1 H, s), 10.17(1 H,s) 


45 


CF 3 


Me Me 

X 


0" CF 3 


mp: 207-208T:(AcOEt-Hex) 

NMR: 6 :1 .51 (6H.s).7.65-7 69(1 H ml 7 76-7 80 f2H 

TT * ■ * • ■ • ■ f I * • w * ■ \ II It'll/*' • * W f tUv 1 £_ 1 1 | 

m),7.87-7.89(1H,m),8.08-8.10(1H,m), 8.18-8.20 (1H, 
m),8.38(1 H,s),8.93(1 H,s), 1 0.30(1 H t s) 


46 


CF 3 


Me Mc 




mp: 215-21 6°C(AcOEt-Hex) 

NMR: 6 :1 .58(6H,s),7.46-7.60(3H,m) ( 7.85 (1 H ( d, 
J=6.8Hz),7.97-8.13{4H l m),8.24-8.26 (1 H,m),8.39 
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Ex. 


FT 


A 




DATA 










(1H,s) t 8.86(1H f s) I 10.42(1H l s) 


47 


CF 3 


Me Me 

X 




mp; 1 95- 196T, (AcOEt-Hex) 

NMR: 6 :1 .52(6H,s),7.35-7.40{1 H,m),7.45-7.49 (1 H, 
m) ( 7.61-7.66(2H,m),a08(1H,d, J=8.8Hz). B.21(1H, 
dd,J=2.4,8.8Hz),8.38(1H,d,J=2.4Hz),8.B1(1H,s),10.2 
7(1 H,8) 


48 


CF 3 


Me Me 

X 




mp: 180-182*C(AcOEt-Hex) 

NMR: 6 :1.52(6H,s),7.40-7.51(3H,m) ,7.61 -7.65 (1H. 
m),8.05-8.24(2H i m),8.37(1H,br) 1 8.83 (1 H.br), 10.28 
(1H.s) 


49 


CF 3 


Me Me 

X 




mp: 203-204 C (AcOEt-Hex) 

NMR: 6 :1.54(6H,s),7.46-7.50(2H,m),7.53-7.57 (1H, 
m),*7.93-7.95(2H f m),8.05(1H,d. J=8.4Hz), 8.14 
(1H,dd t J=1.6,8.4Hz) ( 8.31(1H ( d,J=1>6Hz),8.86(1H ( s) ( 
10.20(1 H,S) 


50 


CF 3 


Me Me 

X 


II l| 


mp: 1 06-1 07 C (AcOEt-Hex) 

NMR: 6 :1.51(6H ( s) t 6.63-6.66(1H,m),7.18-7.20 (1H, 
m) t 7.86-7.88(1H,m),8.05 (1 H,d, J=8.4Hz), 8.13-8.17 
(1H ( m),8.30(1H,d.J=2.0Hz),8.38(1H,sK 1 0.25(1 H.s) 


51 


CF 3 


Me Me 


(Vie 


mp: 1 45-146t;(AcOEt-Hex) 

NMR: 6 :1.48(6H l s) ) 3.72(3H ( s),6.04(1H,dd,J=2.4 ( 
4.0Hz) ,6.89-6.92(1 H,m) .6.98-7.01 (1H,m),7.97 (1H, 
sJ.e.OSflKd.JrrB.SHzJ.B.IS-B.igjIH.m), 8.33(1 H.d, 
J=1.6Hz),10.17(1H,s) 


52 


CN 


X 


-Or 


mp: 209-21 O'CfAcOEt-MeOH) 

NMR: 6 :2.01 (3H l s),4.34-4.46(2H t m),4.83-4.90 (1 H, 
m),7.30-7.37(2H,m) ( 7.96-8.06(3H,m), 8.09(1 H.d, 
J=8.BHz).8.30(1H l d,J=2.4Hz),8.97(1H,d ( J=7.6Hz),10 
.98(1 H,s) 


53 


CF 3 


Me Me 


ll I) 


mp: 1 25- 1 27 C (AcOEt-Hex) 

NMR: 6 :1.52(6H,S).7.1 6-7.20(1 H,m),7.76-7.79 (1H, 
m) t 7.95-7.9B(1H,m) l 8.05(1H,d f J=8.8Hz), 8.13-8.18 
(1H l m),8.30(1H,d ( J=2.0Hz),8.54(1H,s),10.23(1H.s) 


54 


CF 3 


Me Me 

X 




mp: 1 98- 1 99"C (AcOEt-Hex) 

NMR: 6 :1.51(6H,s),2.27(3H,s),7.21-7.29(2H,m), 

7.32-7.37(1 H,m) ,7.54-7.58(1 H t m) ,8.07(1 H,d t J=8.B 

Hz),8.19(1H,dd,J=2.0.8.8Hz),8.38(1H,d,J=2.0Hz),8.5 

3(1H,s), 10.25(1 H,S) 


55 


CN 


Me Me 

X 




mp: 175- 176*C (AcOEt-Hex) 

NMR: 6 :1.52(6H,s) I 7.27-7.33(2H l m) ( 7.52-7.58 (1H, 
m),7.72-7.77(1H l m) t 8.05(1H,d l J s 8.4Hz) l 8.13 (1H, 
dd,J=2.0,8.4Hz) ,8.34(1 H,d,J=2.0Hz),8.51-8.55 (1H, 
m), 10.20(1 H.s) 


56 


CN 


Me Me 

X 




mp: 139-1 41 °C (AcOEt-Hex) 

NMR: 6 :1. 51 (6H,s),7.1 4-7.21 (2H t m),748-7.57 (1H, 
m),8.07(1 H,d,J=8.8Hz),8.1 2(1 H,dd ( J=2.0,8.8Hz),8.35 
(1H,d,J=2.0Hz),9.1 1(1 H.s), 10.16(1 H,s) 


57 


CF 3 


Mc Me 

X 




mp: 221 -223 l C (AcOEt-Hex) 

NMR: A :1.56(6H l s) I 7.43-7.50(2H,m),7.95-8.08 (3H, 
m).8.1 5-8.1 9(1 H,m),8.30-8.34(2H,m),8.86 (1H,s), 
10.29(1 H,s) 



WO 98/22432 



PCT/JP97/04174 



Ex. 


Ft 1 


A 


R 9 


DATA. 


58 


CF 3 






mp: 195-1 96 C(AcOEt-MeOH) 

NMR: A :3.31(3H,s),3.73(2H,d,J=4.4Hz), 4,78-4.85 
(1 H l m),7.28-7.35(2H l m),7.54-7.61 (1 Km),?^-?.?! 
(1H.m),8.02-8.06(1H ( m).8.12(1H t d ( J=B.8Hz), 8.31 
(1 H,d,J=2.4Hz) ,8.55-8.66(1 H,m),1 1.01 (1H.S) 


59 


CF 3 




\ / 


mp; 1 87-1 88T; (AcOEt-Hex) 

NMR: 6 :3.32(3H l s),3.70-3.79(2H l m),4. 77-4.84 (1H, 
m).7.29-7.36(2H l m) l 7.97-8.14(4H l m), 8.32 (1H,d, J= 
2.0Hz) I 8.83(1H,d,J=6.8Hz). 10.99(1 H,s) 


60 


CF 3 


Me Me 

X. 




mp: 1 64- 1 65X; (AcOEt-Hex) 

NMR: 6 :1 ,53(6H,s) ,7.28-7.34(1 H,m) ,7.50-7.64 (2H, 

mJ.B.OgflH.d.J^S^HzJ.B.^OH.dd.Jzrl.e.B^HzJ.S^ 

(1H t d,J=1.6Hz).8.74f1H,s),10.24(1H,s) 


61 


CF 3 


Me Me 

X. 


~xx 


mp: 208-209C(AcOEt-Hex) 

NMR: 6 :1.53(6H,s) ,7.53-7.61 (1H,m) ,7.78-7.84 (1H t 
m),8.01-8.08(2H,nri),B.12-8.15(1H ( m), 8.29 (1H.d. 
J=1.6 Hz), 8.70(1 H,s),10.21(1H.S) 


62 


CF 3 


Me Me 

X. 


XX F 


mp: 161-1 62^3 (AcOEt-Hex) 

NMR: 6 :1.52(6H,s),7.33-7.45(2H,m) 1 7.59-7.65 (1H, 
m) l 8.08(1H,d t J=8.8Hz) f 8.15(1H,dd,J=1.6,8.8Hz) l 8.33 
(1H,d,J=1.6Hz),8.71 (1H,s), 10.24(1 H.s) 


63 


CF 3 


Me Me 
X. 


tie 
— V~Me 
Me 


mp: 143-I44'c((i-Pr) 2 0) 

NMR: 6 :1 .1 1 (9H,s) t 1 .42<6H,s),7.39(1 H ( s),8.04-8.1 1 
(2H,m), 8.30-8.33(1 H,m),9.00(1 H t s) 


64 


CNI 


Me ,Me 

X 




MS FAB (m/z):383[(M+1) + ] 

NMR: ft :0.97(6H,d,J=6.6Hz),2.05-2.1 9(1 H,m), 4.51 
(1H l t ( J=8.3Hz),7.15(2H,t,J=7.9Hz) ) 7.46-7.58(1H, m), 
8.01 (1 H,dd,J=1 .9,8.5Hz),8.09(1 H,d,J=8.5Hz),8.33(1 
H,d,J:=1.9Hz),9.15(1H,d,J=8.3Hz),11.03(1H,br) 


65 


CF 3 


Me Me 




mp: 204-205 C 

NMR: 6 :1.54(6H,s), 7.67-7.71 (1H,m), 7.80-7.84 
(1H, m), 7.92(1 H t d,J=7.6Hz), 7.99(1 H,d ( J=7.6Hz), 
8.07 (IH.d.Jr^.SHz), 8.19(1H,dd, J=1.6 t 8.8Hz), 8.31 
(1H,d,J=1.6Hz), 8.95(1H t s), 10.27(1 H,s) 


66 


CF 3 


Me Me 




mp; 21 5-21 TC 

NMR: 6 :1.42(6H,s),5.02(2H,s) # 7.28-7.36 (4H,m), 
7.69(1 H,s),8.07(1 H,d,J=8.2Hz),8.20(1 H,d, J=8.2Hz), 
8.33(1 H ( s), 10.32(1 H,s) 


67 


CF 3 


Me Me 

X. 




mp: 205-206*0 

NMR: 6 :1. 57(6H,s),6.91-6.94(2H f m) ,7.40-7.44(1 H, 
m), 7.99(1 H.dd f J=1 .e.B.OH^.aoe (1H.d, J=8.4Hz). 
B.15(1H,dd,J=2.0,8.4Hz), 8.30(1 H,d, J=2.0Hz), 
8.86(1 H,s), 10.27(1 H,s), 1 1 .88(1 H.s) 


68 


CF 3 


Me Me 

X. 


do 


mp: 188-189^: 

NMR: <S :1.66(6H,s),7.73-7.77(2H,m) ( 8.06 (1H,d, 
J=8.8Hz),8.1 7(1 H.dd, J=2.0,B.4Hz) f 8.24(1 H,dd,J=1 .6, 
8.4Hz),8.31 (1 H,d ( J=1 ,6Hz),8.49{1 H,dd,J=1 .6,7.2Hz), 
8.29(1 H,dd > J=1.6 l 8.4Hz),9.15(1H t m) ( 10.37(1H,s),11. 
46(1 H,s) 


69 


CF 3 


Me Me 

X. 


H 


mp: 122-123 G (AcOEt-Hex) 

NMR: A :1.49(6H,s),6.08-6.12(1H,m),6.85-6.88 
1H f m),6.93-6.97(1H,m),8.01-8.06(2H,m),8.13-8 ) 17 
1 H,m),B.30-8.34(1 H,m),10.21 (1 H ( s), 1 1 .40-1 1 .46 
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Ex. 


R 1 


A 


R 9 


DATA 










(1H.br) 


70 


CR 


Me Me 

>X 




Me Me 


MS FAB (m/z):41B[(M+H) + ] 

NMR' 6*1 41 (6H s) 1 47f6H s) 7 18-7 33(5H ml 
7.45(1 H.sJ.B.OS-B.^H.mJ.B^-B^enH.m), 9.89 
(1H,s) 


71 


CF 3 


Me Mc 

X. 




mp: 194-195 v C(AcOEt-Hex) 

NMR: 6 :1.52(6H,s),7.28-7.39(2H,m),7.45-7.52 (1H, 

m\ 8 09M H d J— 8 R 18-8 Pn/1 M ml R ^ M W rl 
jBl.6Hz),9.13(1H,6),10.15(1H t 6) 


72 


CF 3 


Me Me 


xr 


mp; 182-184 c C(AcOEt-Hex) 

NMR: 6 :1 .53(6H l s),7.42(1H f dd,J=2.4,8.0H2), 7.54- 
7.58(1 H,m) t 7.78(1 H,t,J=8.0Hz),8.08(1 H.d, J=8.4Hz), 
8 15-8 1 8M H m\ R Q*a.R q«W1 M m\ R M m\ 

10.27(1 H,S) 


73 


CF 3 


Me Me 

X. 




mp: 166-169°C(AcOEt-Hex) 

NMR: 6 ; 1 .51 (6H.s),7.30-7.37(1 H.m),7.52(1 H,dd, 
J=2.4 t 8.4Hz),7.72(1H,dd t J=6.4,8.4Hz),8.09(1H l d,J=8 

10.28(1 H.s) 


74 


CF 3 


Me Me 




mp: 187-188 c C(AcOEt-Hex) 

NMR: 6 :1.53(6H l s),7.54(1H,t l J=9.2Hz) ) 7.90-7.95 
M H m\ 8 f)<W1 H H I— ft 4Wt\ duo u m \ n oc 

(iH.dd.j^.oj^Hzj.B^s-B.sooH.mj.B^eoH.s), 

10.22(1 H,s) 


75 


CF 3 


Me Me 

X. 


F 


mp: 197-1 99 C(AcOEt-Hex) 

NMR: 6 :1.51(6H,s) t 7.27-7.34(2H ( m),8.10(1H,d, J= 
8 4Ht\ R 1 5*8 PDM H ml ft tjm w m\ Q 10/1M c \ 

1 0.22(1 H,s) 


76 


CF 3 


Me Me 

X. 




mp: 222-223 C(AcOEt-Hex) 

NMR: 6 :1 A2(6H t $)J.24-7.2&(3H,n))J.35-7A0 (3H, 

ml 7 44-7 56/PH ml 7 7^-7 7QM H m\ ft n*7 M U H 

J=8.8Hz),8.13-8.16(1H t m),8.32-8.34 (1H,m), 8.65 
(1H f s),10.22(1H,s) 


77 


CF 3 


Me Me 


-OO 


mp: 197-198'C(AcOEt-Hex) 

NMR: 6 :1 .55(6H,s),7.39-7.44(1H,m),7.47-7.53 (2H, 

ml 7 79-7 R1 /AM m\ ft no ft no/QU m\ d 1 >i o io m t i 
mj,/ ./ crt .o i ^n.mjjO.U^-o.Uoion.mj.o.i 4-o. 1 o (In, 

mJ.S.SI-S.SSOH.mha.eSflH.shlO.?^ (1H.s) 


78 


CF 3 


Me Me 

X. 




MS FAB (m/z):400[(M+Hn 

NMR: 6 :1.56(6H,s),7.15(1H,d l J=5.6Hz),7.69-7.73 
(IHrnl 7 82(1 H dd J-4 5 5 fiHrl 8 f17M H rl l-ft ^M7\ 
B.09(1 H,br),8. 1 3(1 H,d,J=1 .9,8.5Hz) ,8.28(1 H,d,J=1 .9 
Hz) .10.24dH.br) 


79 


CF 3 


Me Me 

X^ 


— ( N 


mp: 197-199 c C(AcOEt-Hex) 

NMR: 6 :1 .54(6H s) 7 84-7 87f2H ml 8 06M H d J- 
B.8 Hz).8.12-8.16(1H ( m),8.30(1H l d ) J=2.4Hz), 8.73- 
B.76(2H.m),8.87(1H,s).10.29(1H,s) 


80 


CF 3 


Me Me 

X. 




rnp: 106-10TC(AcOEt-Hex) 

fsJMR: 6 :1 .61 (6H,s) ( 8 07(1 H,d,J=8.4Hz),8.1 3-8.17 
(1 H f m),8.30(1 H,d J=1 .6Hz). 8.79-8. 82(1 H,m). 8,90- 
B.93(2H,m) t 9.15-9.17(1H.m) ( 10.32(1H.s) 


81 




Me Me 

X. 


! 


mp: 170-171'C(AcOEt-Hex) 

MMR: 6 :1 .65(6H,S) ,7.80-7.91 (2H,m),8.06(1 H.d, J= 
3.8Hz) t 8.13-8.20(2H,m) 1 8.26-B.32(2H,m). 8.53 (1H, 
5) f 8.96(1 H.s),9.45(1 H.s),10.38(1H f s) 
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Ex. 


R 1 


A 


Fr 


n ATA 

DATA 


82 


CF 3 


Me Me 


H 


mp: 172-173 C<AcOEt-Hex) 

NMR: d :1.57(6H,6),6.75-6.7B(1H f m),7. 14-7.19 (1H, 
m),7 40-7.44(1H I m) t 7.57(1H,d ( J=8.0Hz),7.64 (1H,d, 
J=8.0Hz),8.06(1 H ( d,J=8.8H2),B. 1 3-8. 1 7 (1 H,m),8.30- 
8.33(2H,m) , 1 0.22{ 1 H ,s) , 1 1 .2B( 1 H.br) 


83 


CF 3 


Mc Me 




MS El (m/zj:423(M*) 

NMR: b :1.47(6H.s),4.53(2H,s),6.94-7.00(2H.m) l 
7.04-7.1 1(2H,m),8.0B(1H,d,J=8.4Hz),8. 17-8.22 (1H, 
m),8.27-8.30(1H,m) ( 8.32(1H t s), 10.21 (1H.S) 


84 


CF 3 


Me Me 


-O-o 


mp: 289-290 c C(AcOEt-MeOH) 

NMR: 6 :1.72(6H,s) f 5.61(1H l d l J=9.2Hz),7.58 (IH.d, 
J=9.2Hz) f 8.13-8.20(2H,m) f 8.27-8.34(2H,m), 10.37- 
10.44(1 H,m).10.49(1H f br) 


85 


CF 3 


Me Me 


AA^ 

H 


mp: 147-1 49 C(AcOEt-Hex) 

NMR: 6 :1.56(6H,s),7.02-7.07(1H t m) ,7. 16-7.21 (IK. 
m).7.32-7 .36(1 H,m),7.37-7.42(1H,m) ,7.62-7.66 (1H f 
m)£.05(1H,d,Js9.2Hz),8.1 4-8. 19(1 H,m), 8.30-8.33 
(1H,m),8.53(1H,s), 10.29 (1H ( s), 11.55(1H,br) 


86 


CF 3 


Me Me 




mp: 1 00- 1 02 C (AcOEt-H ex) 
NMR: 6 A t SQ(6H t s) t 2AB{3H t sl6.BS-S.BB^H t f(\) t 
7.76(1 H t d,J=4.0Hz),8.03-8.07(1H r m),8.13-8.17 (1H, 
m),8.29-8.32(1 H.m),8.41 (1 H,s),1 0.22(1 H,s) 


87 


CF 3 


Me Me 


A#r* 

H 


mp: 231 -232 c C(AcOEt-Hex) 

NMR: 6 :1.55(6H,s)J.02-7.08(1H,m),7.32-7.34 (1H t 
m),7.36-7.45(2H,m),8.05(1 H.d,J=8.4Hz),8.16 (1 H.dd. 
Js2.0 l 8.4Hz) l 8.31(1H,d,J s 2.0Hz) t 8.59(1H l s) ) 10.28(1 
H l &),11.66(1H,s) 


88 


CF 3 


A oat 




MS FAB (m/z):438[(M+H) + ) 

NMR: 6 :2.01(3H,s) l 4.34-4.48(2H,m),4.87-4.96 (1H, 
m),7.27-7.37(2H t m),7.43-7.68(1 H ( m),7.65-7.79(1 H, 
m) t 8.05(1H,dd,J=:2.1 ( 9.0Hz), 8.14 (IH.d.J^.OHz), 
8.30(1 H t d,J=2.1 Hz),8.74-8.82(1 H.m), 1 1 .04(1 H.br) 


89 


CF 3 


-OH 




mp: 181-1 82 C(AcOEt-MeOH) 
NMR: 6 :3.80-3.85(2H l m),4.63-4.6B(1H l m),5.18- 
5.24(1 H t m),7.29-7.37(2H,m),7.55-7.62(1 H,m), 7.72- 
7.77(1 H,m),8.02-8.06(1H t m),8.1 2(1 H t d, J=8.8Hz), 
8.33-B.38(2H 1 m), 1 0.92(1 H.s) 


90 


CF 3 


Me Me 


— ^^-OMe 


mp: 179X1 

NMR: 6 :1 .52(6H,s),3.81 (3H t s) ) 7.00(2H ) d ( J=B.7Hz), 
7.91 (2H,d,J=8.7Kz),8.04(1 H.d,J=8.7Hz),8.02-8.05 
(IH.mJ.B^-S.SHIH.mKB.aBOH.br), 10.16(1H.br) 


91 


CF 3 


Me Me 


— 0~ Br 


mp: 182-183^ (AcOEt) 

NMR: 6:1.52(6H i s) ( 7.70(2H,d t J=8.4Hz),7.89(2H ) d, 
J=B.4HZ) l 8.05(1H,d t J=8.4Hz) l 8.1 1-8.16(1 H,m), 8.28- 
8.30(1 H,m),8.65(1H,br) t 10.19(1H ( br) 


92 


CF 3 


Me Me 




mp: 173'C (AcOEt) 

NMR: 6 :1 .52(6H ) s),7.56(2H,d ) J=8.4Hz),7.96(2H 1 d ( 
J=8.4Hz),8.05(1H,d,J=8.7Hz) t 8.12-8.16(1H,m) t 8.29- 

n QI/lU rn\ O Ul Kr\ inn a M 1—1 k r \ 

o.o l {i n,rnj,o.OD(i n,Drj,i u. i y( i rl,Dr) 


93 


CF 3 


Me Me 




mp:223't: 

NMR: 6 :1.50(6H,s),7.60(1H,d ( J=B.1Hz),7.68(1H ( d, 
J=1 .8,8.1 Hz),7.81 (1H.d,J=1 .8Hz),8.0B(1 H,d.J=9.0Hz 
),8.1 7-8.22(1 H,m),8.35-8.36(1H,m) ( 8.87 (1H,br), 
1 0.28(1 H.br) 
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Ex. 


R 1 


A 


R 9 


DATA 


94 


CF 3 


Me Mc 

>c 


Br. 


mp; 199C (AcOEt-(El) 3 0) 

NMR: 6 :1.51(6H,s),7.35-7.41(1H,ni),7.62-7.66 (1H, 
m) ( 7.68-7.73(1H,m) t B.08(1H t d,J^8.4Hz),8.18-8.22 
(1H,m) l B.37-8.39(1H,rn),B.83(1H ( br), 10.28 (1H t br) 


95 


CF 3 


Me Me 


-0~ oh 


MS FAB (m/z):392[(M+Hn 

NMR: 6 :1 .50(6H 1 s),6.80(2H ( d l J=8.7H2),7.80(2H 1 d, 
J=B.7Hz) t 8.04(1H,d,J=9.0Hz),8.1 1-8.16(1 H,m), 8.26 
(IH.brhS.SO-B^OH.mhg.ggOH.br), 10.15{1H,br) 



g!8 




Ex. 


R 1 


A 


R 8 


DATA 


96 


CF 3 


Me Me 


O-Benzyl 


MS FAB (m/z):500[(M+H)*] 

NMR(CDCI 3l TMS internal standard): 6 :1 .85 (6H ( s). 4.60 
(2H l br) t 6.78(2H t d.J=7.4Hz).6.88(2H,t,J=8.8Hz) t 7.08-7.33 
(3H,m),7.74-7.81 (3H,m) t 7.93(1 H,dd t J= 2.2, 8.4 Hz), 8.09 
(1 H,d t J=2.2Hz) , 1 0.05 ( 1 H,s) 


97 


CF 3 


Me Me 


OH 


mp: 211-213% 

NMR(CDa 3 +DMSO-d6,TMS internal standard) 
6 :1.67(6H l s) f 7.05-7.10(2H t m),7.74(1H t d, J=B.5Hz),7.84- 
7.89(2H,m),7.95{1H,d l J=1 .8Hz),8.10(1 H.dd, J=1 ,8.8.4Hz), 
9.17(1 H,S),9.23(1H,S) 



*9 

R i h Me Me 



R 2 



Ex. 


R 1 


R 2 


Y 


R B 


DATA 


98 


3-CF 3 


4-CN 


0 

H 




mp: 144-146 C(AcOEt) 

NMR: 6 :1 .40(6H,s),6.69(2H,s),6.80-6.63 (1 H, 
m),7.01 (1H,d ( J=2.4Hz) l 7.35-7.40(3H,m), 7.45- 
7.49(2H.m),7.65(1H.d.J==8.4Hz). 8.54(1 H.br) 


99 


3-CF 3 


4-CN 


C=S 


^> 


mp: 194-196% 

NMR: 6 :1.70(6H t s),7.40-7,52(3H l m) t 7.84- 
7.87(2H t m) t 8.06-B.08(2H,m),8.24(1 H,S), 
10.02(1 H,s), 1 0.20(1 H,s) 


100 


3-C1 


5-CI 


c=o 




mp: 229-230% (AcOEt-Hex) 

NMR: A:1.50(6H,s),7.23(1H,t,J=1.3Hz), 7.31 

(2H,t,J=6.8Hz),7.73(1H,d,J=1.3Hz),7.98-8.04 

(2H,m) l 8.51(1H,s),9.73(1H.s) 


101 


3-CF 3 


5-CF3 


c=o 




mp: 240-241 C(AcOEt-Hex) 

NMR: 6 :1.53(6H,s),7.32(2H ( t,J=6.6Hz), 7.71 

(1H,s),8.02(2H.dd.J=3.9,6.6Hz),8.37(2H f S),8.5 

9(1H,s),10.10(1H,s) 
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Ex. 


R 1 


R 2 


Y 


R 8 


DATA 


102 


2-CF 3 


4-CN 


c=o 




MS FAB (m/z):394[(M+Hn 
NMR: A :1.52(6H,s) f 7.32(2H,t,J=9.0Hz),7.95- 
8.03(3H,m),8.13-8.19(1H,m), 8.24-8.28(1 H.rn), 
8.74(1 H,br), 9.16(1 H.br) 



^1 o 




Ex. 


R 1 


A 


Y 


R 9 


DATA 


103 


CF 3 




S0 2 




mp: 145-1 46 C(AcOEt-Hex) 
NMR: 6 :2.57(2H,U=6.8Hz),3.04-3.10 
(2H, m),7.40-7.45(2H ( m),7.84-7.88 (3H,m), 
7.92 (1 H,dd,J=2.0,8.6Hz),8.09(1 H,d ( 
J=8.6Hz),8.24(1H,d f J=2.0Hz).1 0.72(1 H.s) 


104 


CF 3 




so 2 




mp; 1 63-1 64 C(AcOEt-Hex) 
NMR: 6 :1.02(3H,d t J=6.4Hz),2.46(2H t d, 
J=6.8Hz),3.64-3.71 (1 H, m). 7.29-7. 33 (2H p m), 
7.80-7.91 (5H,m),8.1 6(1 H.s), 10.60(1H.S) 


105 


CF 3 




c=o 




mp: 180-1 81 c C(AcOEt-Hex) 
NMR: 6 :1 .27(6H, s ),4.03(2H,d,J=7.0Hz) t 
7.24-7.31 (2H,m),7.82-7.88(2H,m), 8.09 
(1H,d f J=8.6Hz) f 8.13-8.18(1 H,m),8.32- 
8.35(1 H,m).8.42-8.48 (1 H,m) ( 1 0.02(1 H,s) 


106 


CF 3 




S0 2 




mp: 161-162C(AcOEt-Hex) 

NMR: 6 :1 .19(6H, s ),3.02(2H,d,J^6.7Hz), 

7.36-7.43(2H,m) t 7.76-7.88(3H,m),8.06-8.13 

(2H,m),8.28-&31 (1 H t m),9.91 (1 H,s) 


107 


CF 3 




c=o 




mp: 191-192t;(AcOEt-Hex) 
NMR: 6 :1.27(6H,s) ( 3.60(2H ( d,J=6.4Hz), 
7.10-7.16 (2H,m),7.44-7.53(1 H,m),8.08 
(1H,d ( J=B.8Hz) ( 8.15-8.19(1 H,m),8.35- 
8.38(1 H.m),8.72-8.77 (1H,m), 1 0.04(1 H,s) 


108 


CF 3 


Me Me 
Me Me 


c=o 




MS FAB (m/z):436[(M+H)T 
NMR( CDCI 3( TMS internal standard): 
6 :1.48 (8H,s), 1.61 (6H.s) ( 7.1 1(2H f t,J= 
B.7Hz),7.77-7.86(3H,m) ,7.93-8.05 (4H,m) 



^1 1 



R 

NC 



H 



XJT" 



R 



Ex. 


R 1 


A 


Y 


R 9 


DATA 


109 


CF 3 


SI 


c=o 




mp: 236-238 k C(AcOEt-Hex) 
NMR: 6 :1.80-2.02(2H,m) ,2.28-2.38 (2H, 
rn),2.60-2.74(2H,m),7.30-7.37 {2H,m), 
8.01-8.08(3H ( m),8.12-8.16 (1H,m),8.30- 
8.32(1 H,m) l 9.02(1H f s) ( 10.18(1H,s) 
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Ex. 


R 1 


A 


Y 


R 9 


DATA 


110 


CF 3 


&. 


so 2 




mp: 1 69-170 C(AcOEt-Hex) 

NMR: 6:1.53-1.80(2H,m),2.04-2.16 (2H, 

m),2.37-2.46(2H t m),7.23-7.32 (2H,m), 

7.73-7.80(2H,m) ,7.98-8. 15 (3H,m),8.41 

(1H t s),10.24(1H,s) 


111 


CF 3 


SI 


c=o 




mp: 205-207C(AcOEt-Hex) 
NMR: (V:1.79-2.05(2H I m),2.22-2.31 (2H, 
m) ( 2.67-2.76(2H t m),7.16-7.23(2H, m), 
7.50-7.59(1 H ( m),8.09-8.16(2H ( m), 8.33- 
8.36(1 H.m) t 9.46(1 H ( s). 10.23 (1 H.s) 


112 


CF 3 




so 2 




mp: 211-213 C(AcOEt-Hex) 

NMR: 6 :1. 02-1 .OS^H.m), 1.30-1 .33 (2H, 

m),7.30-7.35(2H 1 m) t 7.B^-7.86(2H ( m) 1 7.96 

(1H l dd I J=1.6 l 8.4Hz),B.07(1H t d ( J=8.4Hz) l 8 

.^OH.d.J^I.eHzJ.S^SdH.sJ.IO^dH.s) 


113 


CF 3 




c=o 




mp: 284-286fC(AcOEt-Hex) 
NMR: 6:1.19-1.22(2H,m),1.53-1.56 (2H, 
m),7.31-7.37(2H,m),8.00-8.05(2H,m), 8.08 
(1 H,d,J=8.8Hz).8.20(1 H.dd,J=2.0 ( 8.8Hz),8 
.32(1 H.d.J^.OHzJ.g.OSdH.s), 10.25(1 H,s) 


114 


CF 3 


Q 


so 2 




mp: 177-178"C(AcOEt-Hex) 
NMR: 6 :1 . 49-1. 63(4H.m), 1.84-1 .90 (2H, 
m),2.06-2.12(2H,m) t 7.23-7.28(2H.m) t 7.78 
-7.82(2H,m),7.97-8.09(4H.m), 10.1 1 (1H,s) 


115 


CF 3 


Q 


c=o 




mp: 235-236*0 (AcOEt-Hex) 

NMR: 6 :1 .62-1 .81 <4H t m),1 .99-2.05(2H, 

m),2.26-2.33(2H 1 m),7.28-7.34(2H f m) l 7.99 

-s.os^H.rrO.B.^dH.dd.Jsi ,6,8.81^,8.29 

(IH.d.Jrrl.eHzJ.B^dH.s), 10.23 (1H,s) 


116 


CF 3 


Q 


so 2 




mp: 188-189X:(AcOEt-Hex) 

NMR: 6 :1. 22-1. 54(6H f s) ,1.84-1. 88 (4H, 

m),7.19-7.24(2H,m), 7.72(1 H,s) ,7.78-7.81 

(2H,m),7.95(1 H,dd,J=1 .6 f 8.8Hz),8.04-B.08 

(2H,m),9.91(1H.s) 


117 


CF 3 


Q 


c=o 




mp: 241-242C(AcOEt-Hex) 

NMR: 6 :1. 31-1. 42(1 H,m) ( 1. 45-1. 68 (5H, 

m),1 .93-2.00(2H,m),2.04-2.1 1 (2H,m), 7.28 

-7.33(2H,m) t 7.93-8.13(5H l m) t 8.29 (1 H,d, 

J=2.0Hz),10.12(1H,s) 


118 


CN 




c=o 




mp: 294-295C(AcOEt) 
NMR: 6 :1 .18-1 .22(2H.m),1 .52-1 .55 (2H, 
m) t 7.30-7.36(2H,m) ( 8.00-8.06 (3H t m), 
8. 16-8.1 9(1 H.mJ.B.SSdH.d, J=1.8Hz), 
9.04(1 H,s), 10.21 (1H,s) 


119 


CN 




so 2 


^f 


mp: 171-172ic:(AcOEt-Hex) 
NMR: :0.98-1 .02(2H,m),1 .28-1 .32 (2H, 
m) ( 7.33-7.39(2H,m) t 7.80-7.86 (2H ( m), 
7.96(1 H,dd,J=2.0,8.4Hz),8.04(1 H,d,J=8.4 

1H,s) 


120 


CN 


Q 


so 2 




mp: 214-21SC(AcOEt-Hex) 
NMR: 6 :1 .47-1 .63(4H,m),1 .B0-1 .89 (2H, 
m),2.02-2.12(2H,m),7.28-7.34 (2H,m), 
7.78-7.84{2H t m),7.93-7.97 (1 H.m>.8.02- 
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Ex. 


FV 


A 


Y 


R" 


DATA 












8.06(2H,m),a.16(1H,d, J=2.0HZ), 
10.12(1H,s) 


121 


CN 


Q 


c=o 




mp: 134-135%(AcOEt-Hex) 
NMR: A :1 .60-1 .81 (4H,m),1 .96-2.07 (2H. 
m) ,2.22-2.34(2H ,m) ,7.28-7.34(2H, m) , 
7.98-8.05(3H,m),8.07-8.11(1H ( m), 8.29 
(1 H,d,J=2.0Hz),8.62{1 H,s),1 0.1 9(1 H,s) 


122 


CF 3 




c=o 




mp: 246-247C(AcOEt) 

NMR: 6 :2.02-2.10(2H,m),2.1 5-2.24 (2H, 

m) ,3 .70-3 .77(4H ,m) ,7.30-7.36 (2H .m) , 

7.98-8. 15(4H,m), 8.28-8.30 (1H,m), 8.43 

(1H f s),10.23(1H,s) 


130 


CF 3 


-o- 


c=o 


-£> 


(A) MS FAB(m/z):432[(M-H)] 
NMR: 6:1. 30-1. 70(4H,m), 1.90-2.00 
(4H, m), 2.25-2.50(1 H, m), 3.70-3.85(1 H, 
m), 7.25-7.38(2H, m), 7.88-7.96(2H, m) ( 
7.97-8.02(1 H.m), 8.09(1 H. d, J=B.4Hz), 
8.23-8.33(2H, m), 10,63(1 H, br) 

(B) MS FAB(m/z):434[(M+H)*] 
NMR: 6 :1 .58-1 .90(8H, m), 2.57-2.65 
(1H, m), 3.90-4.02(1 H, m), 7.23-7.31 (2H, 
m), 7.88-7.96(2H, m), 7.97-8.03(1 H, m), 
8.08(1 H t d, J=8.4Hz), 8.1 9-8.26(1 H, m), 
8.36(1 H, br), 1 0.59(1 H, br) 



*1 2 




Ex. 


R 1 


R 2 


Y 


R 9 


DATA 


123 


CF 3 


CN 


C=0 




mp: 249-250 C (EtOH) 

NMR: 6 :1.63(3H,S),1.94-2.03(3H,m),2.17- 

2.28(1 H,m),3.50-3.59(1H ( m),3.73-3.82(1H,m) ( 

7.29(2H,t ( J=9.0Hz) ,7.65(2H, dd t J=5. 6,9.0Hz) ,8 

.10(1H t d f J=8.8H2) i ai7(1H.dd ( J=1.8.8.8Hz) f 8. 

34(1 H,d, J=1 .8Hz) ( 9.96(1 H,s) 


124 


CF 3 


CN 


S0 2 


-& 


mp: 11 5-1-1 6TC ((Et) a O-Hex) 
NMR: 6 :1.50(3H,s),1.88-2.07(3H t m),2.22- 
2.31 (1 (4,00,3.36-3.46(1 H,m),3.61 -3.69(1 H,m), 
7.56-7.62(2H,m) ( 7.66-7.71 (1 H,m),7.78-7.82 
(2H.m),8.14(1H,d, J=8.4Hz), 8.23(1H.dd, 
J^2.0,8.4Hz),8.29(1H f d,J=2.0Hz) t 1 0.04(1 H ( s) 


125 


CF 3 


CN 


S0 2 




mp: 180-162% (i-PrOH-CHCI 3 ) 

NMR; 6 :l .52(3H,S),1 .89-2.07(3H,m),2.22- 

2.31 (1 H,m) t 3.39-3.46(1 H,m) ,3.61 -3.68(1 H.m), 

7.39-7.45(2H,m) ? 7.84-7.90(2H,m) ( 8.13(1H,d, 

J=8.8Hz) t B.22(1H l dd l J=2.0,8.8Hz),8.27(1H l d, 

J=2.0Hz),1 0.03(1 H,s) 


126 


CF 3 


CN 


S0 2 


-0°™. 


mp: 149-150% (EtOH-(Et) 2 0) 

NMR: 6 :1 .49(3H,s).1 .86-2.07(3H.m).2.20- 

2.30(1 H,m) f 3.28-3.42(1 H,m),3.56-3.68(1 H,m), 

3.84(3H,s) ( 7.03-7.13(2H,m) l 7.70-7.75(2H.m). 
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mp: 1 82-1 84 C (CH ? CI 2 -(Et) ? 0) 

NMR: 6 :1 .53(3H,s),1 .86-1 .95(1 H,m),1 .97- 

2.20(3H,m),3.59-3.67(1H,m) ,3.75-3.83 

(1H,m),7.23-7.28(2H ( m) t 7.52-7.57(2H ( m) ( 

8.07(1 H,d. J=8.4Hz),8.18(1H,dd.J=2.0,8.4Hz), 

8.33(1 H,d,J=2.0Hz) .8.35(1 H,br),9.97(1H,S) 
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NMR: 6 :1.00(3H,t,J=7.2Hz),1.46(3H.s). 1.76- 
1 .84(1 H,m),1 .86-2.02(2H,m),2. 1 0-2.1 9 
(1H l m) t 2.95-3.10(2H ) m),3.29-3.37(1H t m) I 
3.51-3.60 (1H.rn). 6.24-8.30(1 H.m), 8. 07( 1 H,d, 
J=8.8Hz), 8.13(1 H,dd,J=2.0.8.8Hz) ( 8.31(1H,d, 
J=2.0Hz), 10.15(1H,s) 
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NMR: 6 :1.05(3H f t,J=6.4Hz),*.46(3H,s), 1.75- 
1 .83(1 H,m) , 1 .86-2.02(2H.m) ,2. 1 0-2.20(1 H, m) , 
3.31-3.38(1 H t m) t 3.52-3.60 (1H t m),3.65-3.7B 
(1 H,m).5.93( 1 H. d. J=B.8Hz).B.07(1 H,d, 
J=8.6Hz) t 8.12(1H,dd t J=1.8,8.6Hz) t 8.30(1H f d, 
J=1.8Hz),10.17(1H,s) 
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MS FAB(m/z):392[(M+H) + ] 

NMR: d: 3.60-3.75(1 H.m). 4.20-4,30 

(2H, m), 4.35-4.60 (2H, m). 7.25-7.34(2H, 

m), 7.68-7. 76(2H, m). 7.95-8.20(1 H. m), 

8.08-8.14(1H, m). 8.30(1H ( br), 10.83(1H, 

br) 
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